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DETAILED ACTION 

1 . This Office Action is in response to the reply received on 11/1 8/201 0. 
Any rejection from the previous office action, which is not restated here, is 

withdrawn. 

Election/Restrictions 

2. Applicant's election without traverse of Group I, drawn to a method of inhibiting 
hyperglycemia-induced or free fatty acid-induced reactive oxygen formation comprising 
treating the cell with a pharmaceutically acceptable composition comprising GLP-1 (9- 
36) in the reply filed on July 6, 2009 was previously acknowledged. 

Applicant's election without traverse of the species corresponding to SEQ ID 
NO:1 and inhibition of hyperglycemia-induced reactive oxygen formation in the reply 
filed on July 6, 2009 was also previously acknowledged. 

Status of the claims 

3. Claims 1 , 3, 4, 7, 1 8, 1 9, 23, 24, 29-31 , 51 -54, 62 and 67-70 were previously 
pending in the application. Claims 1, 3, 4, 7, 18, 19, 23, 24, 29-31, 51-54, 62 and 67-70 
have been cancelled. New claims 72-78 are now pending and are presented for 
examination in the merits. Applicants state that no new matter has been introduced and 
cite the application as a whole. See, e.g., page 10. 

Claim Rejections - 35 USC §102 

4. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 
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(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

5. Claims 51 -54 and 62 were previously rejected under 35 U.S.C. 1 02(b) as being 
anticipated by Coolidge et al. (US 6,429,197). 

This rejection is withdrawn in view of Applicant's arguments and amendments to 
the claims. 

6. Claims 72-78 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Johnson et al. (US 5,574,008, cited in the IDS dated August 13, 2009). 

Johnson et al. (US 5,574,008) teach treating diabetes or hyperglycemia by 
administration of GLP- 1 (9-36) of, e.g., instant SEQ ID NO: 1 (see claims 1-8 of 
Johnson et al.) to a mammal in need thereof such as a human being having diabetes 
(e.g., cols. 3 and 8, claims). Johnson et al. teach that the GLP-1 fragments have the 
ability to lower elevated levels of blood glucose in a mammal without stimulating insulin 
secretion (e.g., col. 3). Johnson et al. teach that the GLP-1 fragments may be 
administered intramuscularly and subcutaneously. Parenteral daily dosage preferably a 
single, daily dose are in the range from about 1 pg/kg to about 1 ,000 ug/kg of body 
weight, although lower or higher dosages may be administered. The required dosage 
will depend upon the severity of the condition of the patient and upon such criteria as 
the patient's height, weight, sex, age and medical history (e.g., col. 7). Sustained 
release formulas may be achieved by the use of polymers to complex or absorb a 
compound. The controlled delivery may be exercised by selecting appropriate 
macromolecules. Johnson et al. do not expressly teach the limitation drawn to an 
amount "sufficient to inhibit the development of vascular disease in the mammal". 
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However, the instant application does not appear to provide specific guidance regarding 
these amounts sufficient to inhibit the development of vascular disease in the mammal. 
The disclosure does, however, indicate that such amounts may be found by those 
skilled in the art (e.g., page 7) using standard dose-response protocols, and provides 
Example 3 which sets forth dosages (10ug/100uL) in diabetic mice to reduce diabetes- 
induced reactive oxygen formation and physiological systems affected by reactive 
oxygen (e.g. pages 14-15 of the instant disclosure). This dosage is within those taught 
by Johnson et al. (e.g., col. 7). Although Johnson et al. do not expressly teach the 
preamble "a method for inhibiting the development of vascular disease in a mammal 
having diabetes", it is noted that the determination of whether a preamble limits a claim 
is made on a case-by-case basis in light of the facts in each case; there is no litmus test 
defining when a preamble limits the scope of a claim (see MPEP 21 1 1 .02). In the 
instant case Johnson et al. do teach all the active steps and population instantly claimed 
and therefore inherently reads upon the claimed method. The limitations "inhibiting the 
development of vascular disease", and "sufficient to inhibit the development of vascular 
disease" do not require that the diabetic mammal suffer from any vascular disease, and 
therefore reads upon a diabetic patient having no symptoms of vascular disease (such 
as coronary disease, myocardial infarction, atherosclerotic peripheral vascular disease, 
cerebrovascular disease, stroke, renal disease or cardiomyopathy) such as disclosed 
and claimed in the Johnson et al. patent. Furthermore, "[t]he discovery of a previously 
unappreciated property of a prior art composition, or of a scientific explanation for the 
prior art's functioning, does not render the old composition patentably new to the 
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discoverer." Thus the claiming of a new use, new function or unknown property which is 
inherently present in the prior art does not necessarily make the claim patentable. (See 
MPEP 2112). 

Therefore the reference is deemed to anticipate the claims above. 

Applicant's arguments 

7. Applicants argue that Johnson does not teach inhibiting the development of 
vascular disease in a mammal having diabetes by treating the mammal with a 
pharmaceutical^ acceptable composition comprising GLP-1 (9-36) sufficient to inhibit 
the development of vascular disease in the mammal. Accordingly, Johnson does not 
anticipate the claimed invention, and reconsideration and withdrawal of this rejection is 
respectfully requested. 

Response to arguments 

8. Applicant's arguments have been carefully considered but not deemed 
persuasive for the reasons set forth above and for the following reasons: 

Johnson et al. do not expressly teach the limitation drawn to an amount 
"sufficient to inhibit the development of vascular disease in the mammal". However, the 
instant application does not appear to provide specific guidance regarding these 
amounts sufficient to inhibit the development of vascular disease in the mammal. The 
disclosure does, however, indicate that such amounts may be found by those skilled in 
the art (e.g., page 7) using standard dose-response protocols, and provides Example 3 
which sets forth dosages (10ug/100ul_) in diabetic mice to reduce diabetes-induced 
reactive oxygen formation and physiological systems affected by reactive oxygen (e.g. 
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pages 14-15 of the instant disclosure). This dosage is within those taught by Johnson et 
al. (e.g., col. 7). Although Johnson et al. do not expressly teach the preamble "a method 
for inhibiting the development of vascular disease in a mammal having diabetes", it is 
noted that the determination of whether a preamble limits a claim is made on a case-by- 
case basis in light of the facts in each case; there is no litmus test defining when a 
preamble limits the scope of a claim (see MPEP 21 1 1 .02). In the instant case Johnson 
et al. do teach all the active steps and population instantly claimed and therefore 
inherently reads upon the claimed method. The limitations "inhibiting the development of 
vascular disease", and "sufficient to inhibit the development of vascular disease" do not 
require that the diabetic mammal suffer from any vascular disease, and therefore reads 
upon a diabetic patient having no symptoms of vascular disease (such as coronary 
disease, myocardial infarction, atherosclerotic peripheral vascular disease, 
cerebrovascular disease, stroke, renal disease or cardiomyopathy) such as disclosed 
and claimed in the Johnson et al. patent. Furthermore, "[t]he discovery of a previously 
unappreciated property of a prior art composition, or of a scientific explanation for the 
prior art's functioning, does not render the old composition patentably new to the 
discoverer." Thus the claiming of a new use, new function or unknown property which is 
inherently present in the prior art does not necessarily make the claim patentable. (See 
MPEP 2112). 

Claim Rejections - 35 USC §103 

9. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

1 0. Claims 1 , 24 were previously rejected under 35 U.S.C. 1 03(a) as being 
unpatentable over Johnson et al. (US 5,574,008, cited in the IDS dated August 13, 
2009) in view of Knudsen et al (US 6,268,343). 

This rejection is withdrawn in view of Applicant's amendments to the claims. 

1 1 . Claims 1 , 3-4, 7, 1 8, 1 9, 23, 29-30, 51 -53 and 62 were previously rejected under 
35 U.S.C. 1 03(a) as being unpatentable over Johnson et al. (US 5,574,008) in view of 
Vincent et al. (Ann. N. Y. Acad. Sci. 2002). 

This rejection is withdrawn in view of Applicant's amendments to the claims. 

1 2. Claims 72-78 are rejected under 35 U.S.C. 1 03(a) as being unpatentable over 
Hoist et al. (WO 02/085406, cited in the IDS dated 6/26/2007). 

Hoist et al. disclose a method of inhibiting the development of vascular disease, 
the method comprising treating the mammal having insulin-resistance a 
pharmaceutically acceptable composition comprising GLP-1 (9-36) sufficient to inhibit 
the development of vascular disease in the mammal (e.g., pages 2-5). Hoist et al. 
disclose treating insulin-resistance patients, e.g., diabetic patients (Examples, pages 
29-39). The amount of the GLP-1 molecule is between 0.1-1000 pmol/kg body 
weight/minute. In some embodiments the dosage is 0.1-10 pmoles/kg body 
weight/minute (when administered by infusion) (page 27). See also, e.g., claims, which 
teach treating a subject suffering from an insulin-associated condition such as 
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atherosclerotic cardiovascular disease (ASCD), congestive heart failure (e.g., page 4), 
or cardiac metabolic myopathy (e.g., claims). 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to administer GLP-1 (9-36) to a diabetic patient, as taught in the 
Examples of Hoist et al. and in the claims. One of ordinary skill in the art at the time the 
invention was made would have been motivated to do so in order to inhibit insulin- 
resistance associated conditions such as atherosclerotic cardiovascular disease 
(ASCD), congestive heart failure (e.g., page 4) in the diabetic patient. One of ordinary 
skill in the art at the time the invention was made would have had a reasonable 
expectation of success giving that the dosages taught by Hoist et al. were 
encompassed by the therapeutic dosages disclosed by the instant disclosure. Since 
Hoist et al. does teach all the active steps instantly claimed, including active dosages, it 
does necessarily follow that other cardiovascular disease such as stroke, renal disease, 
etc. would be prevented by administration of GLP-1 (9-36) to a diabetic patient. "[T]he 
discovery of a previously unappreciated property of a prior art composition, or of a 
scientific explanation for the prior art's functioning, does not render the old composition 
patentably new to the discoverer." Thus the claiming of a new use, new function or 
unknown property which is inherently present in the prior art does not necessarily make 
the claim patentable. (See MPEP 2112). 

From the teachings of the references, it is apparent that one of ordinary skill in 
the art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the invention as a whole was prima facie obvious to one of 
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ordinary skill in the art at the time the invention was made, as evidenced by the 
references, especially in the absence of evidence to the contrary. 

Conclusion 

13. No claim is allowed. 

The prior art made of record and not relied upon is considered pertinent to 
applicant's disclosure. 

14. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

1 5. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MARCELA M. CORDERO GARCIA whose telephone 
number is (571)272-2939. The examiner can normally be reached on M-F 8:30-5:00. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Cecilia J. Tsang can be reached on (571) 272-0562. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 
Customer Service Representative or access to the automated information system, call 
800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Marcela M Cordero Garcia/ 
Primary Examiner, Art Unit 1654 

MMCG 02/201 1 



